DEPARTMENT Of HEALTH ft. HUMAN SERVICES 


AAUe K*«rtn Sarnie* 


™ md Onjq ******* 

WOI Hoc*** Hkm 
Aadnrdh MO 2MB2>14«4 


| defendants I 

SCS5» I_!T1| ■•—■•'<••• 

22215 26t&Araau«SE 
Bothell, Washington 9S021 

R* BP-94 -0001 

Produce CEPRAXEC SC Stem CeS Conccmtaiica System 

Hed: January 3, 1994 

Amended: June 6, 1994, August 2, 1995, January 15, 1995 

Dear Dr. Krieger: 

The Center far Biologies Evaluation and Research (CBER) of the Pood and Drug Administration 
£DtA) has comp l e t ed its review of ycurpremarieefc apga^ CEPBAI^ 

SC Stem Ce2 Concwrfriaon System. Pda deviceig wicaftil^dw processing of autolog ous 6ooc> 
marrow to obtain aCD34+ cdl candied poptissonw&chii fer support eSSst 

nycicablarive chemotherapy. We are pleased te inform you that the PMA la approved subject to t he 

conditions described below and m the 'Conditions of Approval” (enclosed). You may b eg in 
commercial distribution of the device upon receipt of this letter. 

The sale, (iatrihedoa, and use of this device are restricted to prescription use in accordance with 21 
CPU S0L109 vddxax the rneaamg of aecribo 520(e) of the Federal Pood, Drug; and ga-wrie Act (the 
act) under the authority of section 515(d)(lXBXE) of the act PDA baa also determined, that to* 
ensure the safe and effective use efi the device that the device is further restricted within the meaning 
of section 520(e) und e r the authority of section 515(d)(l}(BXni, (1) insofar aa die hfegflwg specify 
the raparenegts that apply to the training afpracanoncrairipmay use the device as approved in this 
enter and $) mso&r aa the sale, datribetion, and use must not violate sections 502(q) and (r) of the 

«• V 

I 

The expiration daring period fer the arxfrbusan CD34 biotinylated monoclonal antibody (nxuxme) has 
been established and approv ed at I » months whan stored it -70*C The expiration dating period far 

sH other coropcrnffietsofthoCEPRAIE SC Disposables Et ha* been established and approved at 12 
months when said components are stored at the appropriate temperatures as designated below. The 
Avidia column, the Precofcaan, and the liter of static, aon-pyrogenic R?M£ 1640 Cdt Culture 
Medsim must be stored at 2 -«”C. The Kit also aefades one Tbbing Set, one 40 micron Pall* SQ40S 
Blood pater, and three Seers of static, noo-pyro g o zi c phosphite b uffer ed axSne which are to be 
stored at 15 -3CPC. 




?*p2-Dr.Xiieger 

CBERvrinpubBrii*flodoeofittdecbk» to approve 3gggMAlatittIH3ERALBECggISB» The 

aodee win mxte^attasansy eftbe safety sad eSbetiveoeas data, upon Ida* the approval h baaed 
fa«viflabfatoti »pt^T3 pocrequcL Wkbm 30 days of pubSadoo of ’the nodes cf, approvals the 
FEDERAL BEC3S7ES, mgr stferested person any seek review of tfas decidon by requesting an 
o pp ort uni ty fer adaintotiv e review; dfeanfeongfi abetting or igaewrby aamdepHirfest srivaraiy 
c ommittee, under section 515(g) ofti» Federal Food, tad Cosaeds Act (^e act). 

Fa2ure to comp ly with the c onrirtfnn? of approval hxvaSdxtai this approval endec. Comerotal 
datributioaofa device tint It aotiftcfflnpffirevritfr these condftjonifr 4 violation of the act. 

Yea are rensnded tint «s soon as possible, tad bdbro cotsaotal distribution of your device; that 
you must submit an amendment to this PMA. tabtshnan with copies of all approved labeimg in final 
printed fbezo. 

All required documents should be submitted In triplicate, mless otherwise specified, to the address 

frffcny tTVf •IvwaPMA wnnAgrta farifiOttB pt OCCCag 

Document Control Center (HTM-J85) 

Center &r Biologies Evaluation sad Research. 
good end Prog Administration 
1401 JLockviHe Pxks 
ILodcriile; Maryland 20353-144* 

If you have say questions concerning this approval order; please contact Keith Webber; Pb-D. at 
(301)594-5660. 


Sincerely youra. 



Office ofTherapc cti ca 
Research and Sevfav 
Center for Biologies 
Evaluation asd Research 


Enclosure 


CONDITIONS 07 APPROVAL 


APPROVED LABELING. Afiomaipoaafefa ad beta oomBwriiidteibmJoa of your device, 
satanic thxwcopiwofanaaeadaettmta PMA nbmittawi&eopxw of tfi approved ltbe&g 

fatal mated fianto the Pocaacat Coaaol Center (BFM-385L Center for Biologies Bv afaatjcp 
«sd Research, Food tad Drag Admxmstrttba (EDA); 1401 Rockville Pika, Rockville, Maryland 
20*52-1448. 


APWBa.TlSBMffNT. No sdvarisement wota descriptors pasted uasterial Issued by the agpEcnt 
ar private label distributor with respect to this device dull recommend or iapfy dot the device may 
be used for coy use tint is act faefaded fa the FDA approved labeling for the device. HTtheEDA 
spprova 1 order has restricted die sale; (Escriburion sad use of die device to prescription, use fa 
accordance with. 21 CEB. 801.109 and specified dut this restriction is being imposed fa accordance 
with the provisoes of section 520(e) of die act coder die authority of section 515(3X1X2X2) of die 
act, all advertisements and other d escriptiv e pasted material iaaced by the applicant or distributor 
with respect to the device dial! include a brief statement of the mtrnded asea of the device and 
relevant warnings, precautions, side effe ct s and caatzafatScasous. 


wraMABKET APPROVAL APPLICATION fPMA) SUPPLEMENT. Before making any change 
affecting the safety or effectiveness of die device, submit a PMA a^plemeatfbr review and approval 
by EDA unless die change is of a type for which a 'Special PMA Supplement-Changes Being 
Effected - is p erfarned endar 21 CEB 8109(d) or an a lt e rnat e s o brnno i m is pc nrnffn d fa accordance 
whh 21 CF2L 81439(e). A PMA sapplemrat or alternate au}mri«fan doll comply with applicable 
requirements under 21 CPU 814.39 ofthe final rule forPraanket Approval ofM»2cal Device*. 

AH astaxsaas which re q uire a PMA supplement cannot be briefly summarized, please oemsuft the' 
PMA frw 4ir*w yAlgwea. The padsnee provided below a only far several key instances. 


APMA supplement wist be mlmszzsd whm unanticipated adverse effects, increases fa the incidence 
of anticipated adverse effects, or device failures nc c ctm a t e a lafaeiag, m a nufa ct uri ng, or device 
modification. 


APMl* rmet K« mlrrr^r^ 'tffbm * tn ha modified xnd tfr* modifigd devaoe should 

be subjected to animal or laboratory or clinical tearing designed to determine if the modified device 
remains safe and effective. 


A ■Sprre.T PMA Scppigoeot - Bring Efibctof ia finated to the iibeScg. quafity ccarrol and 

mamifacaafag process changes specified under 21 CFR 814.39(dX2). ft slows for the addition o£ 
bat not the replacement of previously approved, quality casual specifications and test methods. 
These changes may be implemented beta FDA approval upon acknowledgment by PDA that the 
submission is being processed as a 'Special PMA Supplement. - C hang es Being. E f fe cted." This 
ackn owled gment is fa «drffrirm to that issued by the PMA Document Mail Center for iH PMA 
supplements This procedure ia not applicable to cha n ges in device de sig n, 

composition, specifications, circuitry, software or energy source. 


nBntgvalnfaFMAoankmnela^ frmlcffle ntat^ rf4« change andinsbdo me ofi 3oS^ 

FMA aOTfanan or anal ggaBSCSEOl aggfc PDA mas have previously is an advisory 

opmoato the sfthceed induscy or a cotrapoadeaco whh the spp&a&c tbs the akeoate saba&uiaa 
is pe rmitted Ar t he cha nge. Befcre such an ocas; IDA and the PMA appBcmhxvolved most agree 


POSTAPPRnVAL BEPQSJS. Conrincod approval of flag PMA is conttxggtt mm ffc* 
of postapprtrval report* required under 21 CPB. 814.84 at intervals of 1 year Am the date of 
tggHJVtl of tka -iTtggtfl PMA. Postapprcval reports fer mpplsnsats ^proved under 
PMA-ifappSeaibkLitBtobemcfadediBlhenqrimffliMaqn^iimnilT^mtsfeAg mY waiT^fy^ 
miIess^ccl^odierwtseffidiespproviIozderfi]rftsP&lA«i^lBBeat. Two eopte« vfwrWff^ ^ 
"Arrrmid “Report* cad bearing the applicable PMA refe race ssaber axe to be submitted to the 
Document Control Center (HEM-585), Center for Biologies Evaluation and Research, Food and 
Drug 'Adngnirirgrion, 1401 Rockvillo Pike, Rockville, Maryland 20852-1448. The postapprcval 
r epor t dull indicate the beginning and ending date of the period covered by the report and AhU 
arfnfle die following S cSa rnTitTon re qu ir e d by 21 CPR 814.84; 


(1) * Mcotificarion of changes described m 21 CPU 814J9(a) and changes required to be 
reported to PDA under 21 CFR 814.39(b). 


(2) fKMrwj pppliy annwry fifth* -««t pw»u««m»ty n 

part of the PMA and that is known to or reasonably diculd be known to the applicant: 


{&) n np ii h Eth^d TP^irrTt rrf *py twv eOfg g ffnwn la hotlt Oty 

studies involving die device or related devices ( "r el at ed " devices zncbzde devices 
which am tire same or sabgaariany malar to the applicants device}; and 


<*>) 


If; after reviewing thabib&agaphy and summary, FDA conehxdes that agency review 
of one or man of the shove reports Is required, the applicant dull aufanac two copies 
of each identified report when so notified by FDA 


ADVERSE REACTION AND DEVICE DEFECT REPORTING. As provided by 21 CER 
814.82(aX9)* PDA has determined that m order to provide condoned reasonable assurance of the 
afity and d&criveness of the device; the app&cant dull submit ififisfca of * •written report identified, 
sa applicabl e, as a n "Adverse Reaction Rgynt* or "Device Defect Report" ta the PMA Document 
Mift Canto: (HFZ-401). Comer far Devices and Radiological Health, Food and Drag Adnamsgstion, 
9200 Corporate BhnL, Rockville, Maryland 20850 ahhaJlLdaxS after the applicant receives or has 


(1) A xnbcop of the device or its labefiig with another artide. 


< g ) Any ito r r a crina , rids arise*, hjpxy, toxic i ty ; or lenririvity mcdca that Is 

attributable to tho devise tad 

(a) has not bettaddreasedbythedevierit labeling or 

(b) has been addressed byihe device's labcSng, bat is occmimg with unexpected 
severity orAsqaacy. 

(3) Any significant chemical, physical or other change Of deterioratSca in the device or 
<gy faflura of the device to meet ih> specfflcatinoa established a the approved PMA 
ths* could pot enue or cgntribnia to dachttf cerirrasiBjniybnl trB cor rectable 

Vy rrr rrfW pTnOcArTe* AeacnheA m approved 

The report shall mchide a dbcu s sinn of the tppSeaafs Miwaneat of the change, 
deterioration or More and any proposed or irnglerocncd cc rra c ri v e action by die 
applicant. When each events are correctable by adgnemeatt or other namtesaaeo 
procedures described m&e approved hbelmg, all soA events inorw to the appficant 
Shall be included in the Annual Report desedbed under Tostapproval Reports* above 
specified otherwise h. the ccn&ions of approval to this PMA This 
postspproval report shall a p propri ately categorize these events and mchzds the 
amber of reported and otherwise known i n s tanc es of each category daring the 
eq portag period Ad^M*™* * Tn fm » m* » T nw regarding the At sms*** above 
he eobariteed by the appBcam when detennhed by FDA to be aeceasexy to provide 
continued reasonable assurance of die safety and eSeet£veaess of the device far its 
steaded use. 


ggPORTING UNDE* THE MEDICAL DEVICE REPORTING (MDRIREgJL A PQK The- 
Medical Device Reporting (MBR) Reguhrion became eScuvo on December 13, 1984, and requires’ 
dug a&maxax&ctnrea and importers of medical devices; mdnriing in vitro di agn o s ti c devices, report 
xo FDA whenever they receive or otherwise became aware of aifiinn atica that reasonably szggests 
tfaat one ofits marketed devises 

tuy have caused or contributed to a death or serious injury or 

has and that the device or any other device marketed by the 

a annfac a g g «■ importer wnnM he Ekriv to cause or contribute to a death or serious 
injury if the malfunction were to recur. 


( 1 ) 

( 2 ) 


•Adverse Reictica sad Device DefeetReponsog* requirements ia the "Qw&fcttt of ApprovsT fer 
thxsPMA. H>AhMdcteaaa^thattadidi^£c»gv«r<goitagI«tBa>cettcy. 'Wheoavers acvcat 
jgvahmig a device It adject to tspottag «deg iwaA rim Mna Regahtfae «M ~f 

I woww al* ft y f t w tW/l — *■ — !t - 1 » • » «» -« ^ • . 


aid identinod with the PMA refeeao* somber te the fijllowiag ofE^sz 


Devices. efSarmOance Systems (HEZ-531) 
Castor fee Devices mi RsdialogicslBukh 
Food «nd Dnsg Admmsaxtxaa 
2350 Pieced Drive, Room 240 
BadcviQs, Msxyiind 20850 
Telephone (301) 594-2735 


Everts in d n ded la periodic reposts to the PMA that have also hesa reported under the MDR 
Rcgulaaoaraig be so kteatsfiedg the periodic repost to theHdA to prevent dupSestive entry axto 
FDAmfimrurtinn systems. 


Copies of the MDR. Re g nla rioa sad sa PDA pubEcxdoa entitled, "An Overview of the Medical 
Dev^lUpottfagReguistaan,* are available by written request to the address below or by telephoning 
1400-638-2041. 

Division o f Smuit MmWiimiT m Assistance (gFZ-220) 

Center ftr Devices sad Radiological Health 
Food sad Drug Adimasaitioa 
5600 Bshaci Lee 
Rockville, Maryland 20857 


